• 



PCT/US98/01206 



1/23 



FIG. 1 




GENE 3 



GENE 4 



GENES 




FIG, 2 



(1) PREPARING A LARGE 
NUMBER OF SAMPLES REFLECTING 
A LARGE NUMBER OF INDEPENDENT 
STATES OF GENE EXPRESSION 



(2) MONITORING THE EXPRESSION 
OF A PLURALITY OF GENES IN THE 
LARGE NUMBER OF SAMPLES 



(3) PERFORMING CLUSTER 
ANALYSIS TO CATEGORIZE GENES 



(4) BUILDING AND TESTING CAUSAL 
MODELS FOR GENE REGULATION. 
HIDDEN VARIABLES ARE USED 
WHENEVER APPROPRIATE (LISERAL) 
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FIG. 3 



(1) DETECTING THE 
EXPRESSION OF A PLURALITY 

OF GENES IN A CONTROL 
SAMPLE WITH A REFERENCE 
TARGET GENE 



(2) DETECTING THE 
EXPRESSION OF A PLURALITY 
OF GENES IN A TEST SAMPLE 
WITH THE TARGET GENE'S 
EXPRESSION SUPPRESSED 



. (3) . 
COMPARING 

EXPRESSION 

PATTERNS, 



GENES WHOSE EXPRESSION 
IS SIGNIFICANTLY ALTERED 



i 



(4) INDICATING POTENTIAL 
DOWNSTREAM GENES 



SUBSTITUTE SHEET (RULE 25) 
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FIG. 4 



(1) DETECTING THE 
EXPRESSION OF A PLURALITY 
OF GENES IN A CONTROL 
SAMPLE WITH A WILD TYPE 
GENE OF INTEREST 



(2) DETECTING THE 
EXPRESSION OF A PLURALITY 
OF GENES IN A TEST SAMPLE 
WITH A MUTATED GENE 
OF INTEREST 




(7) 

MUTATION IS 
FUNCTIONAL 



(8) 

NEW POTENTIAL 
DOWN STREAM 
GENES 



SUBSTiryTi SHliTfRULE .?r> 
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INTENSITY 



INTENSITY 
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FIG. 7 



(1 ) DETECTING THE (2) DETECTING THE 

EXPRESSION OF A PLURALITY EXPRESSION OF A PLURALITY 
OF GENES IN A WILD OF GENES IN A 

TYPE SAMPLE TARGET SAMPLE 




GENES WHOSE 
EXPRESSION IS 
NOT SIGNIFICANTLY 
ALTERED 



(5) FINDING UPSTREAM 
GENES BASED UPON 
GENE PATHWAYS 



GENES WHOSE 
EXPRESSION IS 
SIGNIFICANTLY 
ALTERED 



(4) FINDING UPSTREAM 
GENES BASED UPON 
GENE PATHWAYS 



(6) INDICATING UPSTREAM 
GENES AS POTENTIALLY 
MUTATED GENES 



(7) SEQUENCING 
POTENTIALLY MUTATED 
GENES 



SEQUENCE CHANGE 



NO SEQUENCE CHANGE 



(8) FUNCTIONALLY 
MUTATED GENES 



(9) GENES NOT 
MUTATED 
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FIG. 8 

HT-125 BT-474 




HT-125 



BT-474 




2 



HER2/NEU 



HER2/NEU 



TT" 



TT 



4 . ? 




3 



LAMININ RECEPTOR 



LAMININ RECEPTOR 





GALECTIN-1 



SUBSTITUTE SHEET (RULE 26) 




SUBSTITUTE SHEET (RULE 26) 
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